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OUTLINE OF PRESENTATION

ABrief review of initial summary and recommendation by
ACHDNGt previous meeting

Alntroduction and summary of newinformation

AAnalysis of theNomination and Prioritization WI OE COT OP 6 (
review of this information to determine if that changes the
previous recommendation



REVIEW OF INITIAL
SUMMARY



NOMINATION OF GAMTDEFICIENCY

ANOMINATOR
A Nicola Longo, MD, PhD (University of Utah)

A Co-SponsoringOrganizations
A Marzia Pasquali, PhD (University of Utah, ARUP Labs)
A (no advocacy group mentioned)

A AdvocateOrganizations
A Association for Creatine Deficiencies (ACD; creatineinfo.org



GAMT DEFICIENCY

A Pathophysiology:
i S M.S. Comeaux et al. /| Molecular Genetics and Metabolism 109 (2013) 260-268
A Creatine deficiency Arginine . 43 Glycine
A Accumulation of neurotoxic GAA Ornithine @\ Guanidinoacetate (GAA)a @ S-adenosylmethionine (SAM)
\ S-adenosylhomocysteinie(SAH)

ATreatment rationale: Creatine

A Restore Creatine pool: I el

A Creatine supplementation in high doses to Blood i
overcome poor uptake by CNS Creatine
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A Na-Benzoate to bind/excrete glycine AP ATP




GAMTDEFICIENCY

ATreatment Outcomes
A Symptomatic patients improve

A Patients treated early in life have (near)
normal development

A Treatment interruption may result in
Irreversible damage

(El-GharbawyAH et al.Mol GenetMetab. 2013; 109: 21%7)

From:StocklerlpsirogluS et al.Mol GenetMetab. 2014; 111:1625



